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710. CHAFTEBAI 



TaDl$ 



l^atw o» Eiiby Druflo In CSF and the Pogrees of tonlaatton o? Drvga at pH W 



Pfufi/chomtoal 



(Q plasma 



96urHonlz8d 
«pH74 



6-$ulfasanfiyflfi oetd 
5«Kltro£QUcyttcocl(t 
MecunytemlM 

Thiopental 
PeTitoluaiitnl 

AnttpyiliiD 



82 Cauong) 

<tO (strong) 

42 8.8 

40 3.0 

20 11.2 

76 8,4 

<^ 7.6 

t6 »^ 

40 B.1 

20 B<0 

16 4.6 

6 >10.0» 

a ^4 

<3 0*6 



0 
0 

0.004 

aoi6 

0.09 

61^ 

98.4 

99.6 

99.8 
>90.a 
>99.0 
>S9^ 



0.PQ06 * 0,0000ft 
0^1 ±0,0001 
0,006 £0.0004 
0.081 « 0.0016 
. 0.076 X 0.0061 

0.026 2 0^21) 
0,60 « 0.061 
0.17 « 0.014 

o^*o.q»o 

0.40;fc0.04fi 
0.008 0.0002 

Q,12 5:(M>18 
aOl9± 0.0010 



islmosteompletiely undls^tAted fit pH 7.4. 



to aU pffBCtlcal |iurpo9e6, only the im-ion^ 

pass throng ttieineroteatte, Thfahw become known aatne 

TWfl prl»dpl6 1? the leason that only the concentrations or 
ttlcun-lonSMdrotroofJhebarbllMTatBpaieplottedinF^ 

FVirthe purpoflfl of finder UlwstrBting the ^dple, Table I 
is provided-' In the table, the penneabiUty constai^ for 
penetration Into the cerebii sp W fliiid of raw are higher for 
un4onizeddn]fisthanfOTionteedones. The apparent excep- 
tiona--tobl)w| sidiagimldtae and acelylainlnoantipyiine-- 



inaybeexpUanedliytiiedipolarjiyo?tlie\iihtoiMBedm^ 
With barbtel, Oie two lipophilic ©?hyl groups too ^nafltP 
compensate fbr the conalderable dlpomty of the uiWonbed 
baibituric add rtnffl also It may be a^ ^ M>ttal la appre- 
ciably ionized, which pontiibutea to the relatively small penne- 
abOily constant 8ulCa^ia^idine axtd acetylAxninoanUpyrlne 
are both vexypolarmoleculea. Mecatnyl^unmeaisonilght^ 
considered an eweptlop. spnce it alfOVTa awodert pemwaJjB- 
Uy even tiioueh strongly looted; there 1^ no dlpolacfty In 
mecamo^lamtoe except In the amino group. 



Absarptim Is the process of movement of a drug ftom ^ 
altfi of »pplicatiott Into the estraceQular compartment of the 
body, maamttch as there is e great aimilarlQ^^omong the 
vartous membranes that a dnig mmr pass titrpugh In ordof to 

riBCcesstotiieestraceUularfiuld, itmS^tbeespectedthat 
paitlcular site of appUcaUon (or rauie\ would make bttle 
dll^erc&cetothes^ccefigftllabflorptionoftS»dn^g. matmai 
toct, tt makes a gtwit deal of dlffermoe: many SSactora, other 
than die atractifre and eompoeltlon of the membme, deteN 
mine the ease with which a drug Is absosbcd. Tlieaefectora 
lue discussed In the Mowing aectUwB, along^ivltna^ 
of the ways ti»t dnig fbrmidatiDiiB may be manipulated lo 
alter the ability of a dnig to be absorbed readily. 

RoutBSofAdmlnlstmtlovi 

Dnig^mw be administered by many different roito. Hie 
various routes include oral, rectal, sublfnguiilor buccal, parent 
teral, inhalation and topicaL 'Riq chotae of a routo depends 
upon both convenience and xtecessUy. . ^ 

Oral ^nte— This is obviously the most convenient route 
for access to the syatendc circulation, providing th^yarious 
faotom do not milUate against this route, oAntaistia- 
tion does not always give rise to sufficiently hip plasma 
concentratlona to be effective; some drugQ are absoibed «tpre- 
dictab^ or emtlcaUy; patients occasionally have an absorp* 
tlon malfunction. Dnifls may not be gbcn by mouth to pop 
tlenta V7iih goatrolfltestin&i Intolerance, or who are In 
preparetlcn for anesUvesIa or who have had gastrolnftestinel 
eoraeiy. Oral administration also is precluded in coma. 

Boetal fioivt^Orugd that ordinarily are administered ^ 



into the rectum or lower intestine. Wl^ regard to the Uttttfr 

quite frequently, but their populsiity has abated somewhat 
owing to tmprovpmenfc? in parenteral preparations. 
Nevertheless, they continue to be valid and, sometimes, ^ 
Important ways of admndstering a drug; e^dally In pedi^ 
rtca and geriatrics. In Fig 10^ the ayaiJa|)lli^ pf a drug by 
retention enema may be compared ^ that tar Inlarave^ 
nous and oral route and rectal suppoeitoiy administration* « 
la apparent that the retention eneiqa may be a vety satisAo- 
toiy means of adnunlstvatloiibiitth^reelalBiipposltorlesm^ 
be inadequafia where r^ absorpttoti and hl^ plasma levds 
are reqiimod. I^e Uhiatr&tion Is not (atended to lead the 
n»uter to the conclusion that & retention enema ahvays will 
give more prornpt and higher blood levels than the oral route, 
for converse Sr^Ongs for ttie same drug h^ye been reportedi^ 
but, rather, to ehow *at ^ retention enema may offer a 
usehil substitute for the oral route. 

firabUn^uil or Sueeol l&auior-&vpn though an adequate 
pladma. concentration eventaally may.be achievable bQT Iho 
oKsl route, U may ri^ much too slowly for usa In some eituar 
tipqs where a rapid response Is desired. la auch situations 
parentetal thoapy nsially is Indicated* Howeveri the par 
tientswKhangln&peotaclsfnay get quite pnm^reUef foman 
acute aittadtl^ the cubCmflifoZ or (mocof oamlnistratlon of 
nUxoglyceHn, so that parenterpl odmhUstratlon may be 
avoided. When onirswaUamoijnta of drugs are required to 
gain access to the blood, thebuccalroutemay be vety satlafbcp 
tOTy, providing the pt^lcochemlcal pre^qulsltes for absorp- 
tion 1^ this route are present in the drug and dosage form* 
Onty a f^dni^ may be given successfully by thiis route. 

]P&raiserBlwnte8--'niesB raut^ by deflnitiori, include 
' ^ roOte'bfti^lhin the oniS;-^aaMiiit!^al (encmO'tia^r 
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Wkmi » iss. Wood pwflure «nd pUiiw enteeho- 
«"?**' JrP^lSisOH. CV. » «>WI!N. M.P. (1979). 

I nflscM.l.M.n9qo).A«cre^«*wnr 



iewetf the litaaiiirewitcefnifli ,■*»•** •' -■ ■ " "i-'* 

n the muitivlty of animal iqiw ; , 

«evWef»soi»eoilWe«i«-^pitt/i' . — 

mted K decn«e in leinlitvOr ' 

"«rVa?n^ttri5l"S£ : BIOAVAILABILrryOFSUBUNGOALEROOTAMiME 
78) found no <l»tnjfi vHth w j 
0yei0 iMtes involved imniitjur^,^ ^ 

I opposes! A OOCnpRT^MXl', 



^pon^c ar rabbU iBogportac to va«o><tivf o^ijia. 
Kn hTflonjIgicflilw Hypwwilw mw- Oin. 

SCHOOtEN^O^^ OS. 0977).. lUduOttI fHUft- 

Qdmcrak iwpcuf cpncsqirrailoin lo ageing tnnji. 

IMueed b<itA-B^ MruiitvlTy in the cideny. 





wtaowridcreddwwofv/twn^ ;> WRilncMcsarf Art IMs unlikely fnr*^ 
noiweeptormodrated wnlrti* i iiefal emoudts of drug to 



• ^ for ttese eaqxninciiU M 19 

idf««ierBte netvoua iyi(cfn nor 
undeilylog anertal dUew. Our ; 



) 



an find no «vW«(Ooe irt vftTP 
vwvlar cr^drenoGcptor 
reasfaij a«c, Fbrtlwt «tui!i« ^ 
ennfM whctlwr dkaiigC9 w P; 
1 wrtrtypc^ of tf-AdfWDflpW 
tfdiovcifciiUrsysteo). 



lncwtrj«, WliKPrfWI) In . wnbUad crW^w 
^ with fingcri)fe*yfma|nip<)y lh« we 

ttyj^ utter 0^ m« iniwm<ifi€U!Mly or2 ma ftibW 

lonnance liquid chromatoapphte 
eraottmlni??^* • detection le^l of a J ng/nd m 
(Edhwd, 1981). we have lnvc3i«atttl asvcral 
*JmlnbinHoo fotroof the dtu5. ttw waUttforjnb- 

C«iuht on^ cquipotcncy of «ub«nsirtl and tatra- 

Four Yoluntecn (medical peisoan*!. 



20, l0» 60, 90 and \7il m\n, Ttie sranpfc* w*rc Imme- 
diately untrifuged md Kept deep fwaen undl 
amlyied l>y the h p l method. fi5KiRrolnn gl?ow 
the detection level ww wH found In any « •Jft 
xaniplc(i, Then the pfoowurB wa» rfipeaiedin Ujc 
9ait^ yqlvnifccn with •nother Qat«i\ « 
Ungnine® .Again no er^otaipfcie cog Wbis detected. 
The.nianuftictttrer Intonw w torn natcttw or 
Ungralnc* were mnre than t yean i*/^*?J5Sl 
txfiry datR. For cjiipparteon w w|c«ed ^nito^ww 
parents, wtio during the if^e period bad Hietr 
plaioa ieveln of crBotvnhiP dwetmlned wfth h^Jx 
after M tng ergotamlna tamate/7« fcg My ^^wW 
fntnwwrtculaity, Tlw mean and wge of crwKowg 
levels in nfftnl trtwma wre afUr » min; 
(0^1 .41), «ttef «l min: 0.80 (dSt^UW) and rtter 
hqimn:Q'S7W/«-0,7)VEvencDmu:^ 
025 mg the pli^ma Icveb pf erw^ntlne are ctewly 
a&ov< tte detection level of 0.1 ng/ml* 

•piese mm w«j not obt*ie4 In a f««^«^p2: 
over itMdy* However, the dlicrepaney In plamw 
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enSl^PO. (1981). P«WniB«i»WCf erp««|lM*0«^ 




VBWPAimlWVlV«MBBmANOK«*Wl«UVBR«SBA« 



V . ¥cni»infll&Blltt« 
obitzuctivc cntOf 



B.0 



*]i'D0UCOCiU 



^^MXtiA«iM**^'^^^^^*^Iri^^^ reduced ttWWted«««n«('!:W'***t5L^ 

expected 



. A higher ttaP S^^S'^^tvii) »^ 
• whrttV ™» of Wood ftW tWoo^ „ 
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